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Abstract
Background: Nomegestrol acetate (NOMAC), a synthetic progestogen derived from 19-nor-progesterone, recently
completed clinical trials for use with 17beta-estradiol in a new monophasic combined oral contraceptive. In this
review, published as well as previously unpublished preclinical studies that detail the effects of NOMAC on
estrogenic, progestogenic, and androgenic systems, as well as mineralocorticoid, glucocorticoid, bone, and
metabolic indices are described.
Methods: In vitro assays to determine NOMAC structure-activity relationships used tissue derived from rat uteri.
Transactivation profiles were performed using Chinese hamster ovary (CHO) cells transfected with cDNAs encoding
human steroid receptors. Estrogenic and anti-estrogenic activities were monitored in vivo in rats as well as in vitro in
human breast cancer cells. Standard in vivo techniques were used in rats to determine progestational activity;
antigonadotropic, androgenic, mineralocorticoid, and glucocorticoid activities; as well as effects on bone and other
metabolic indices. Ovulation inhibition was monitored in rats and primates. NOMAC’s effects on cardiovascular
systems were determined in dogs and primates.
Results: NOMAC was without significant agonistic or antagonistic activity for estrogen receptor alpha or beta
in vitro, and inhibited ovulation in rats and monkeys (2.5 mg/kg and 1 mg/kg, respectively). NOMAC lacked
androgenic, antimineralocorticoid, glucocorticoid, and metabolic activity and exhibited moderate anti-androgenic
activity in rats. NOMAC did not affect bone mineral density (BMD) in rats or hemodynamic and electrophysiologic
parameters in dogs and primates.
Conclusions: NOMAC is a selective progestogen structurally similar to progesterone that has modest
anti-androgenic activity and does not affect lipid or carbohydrate metabolism, BMD, or many cardiovascular
parameters in selected animal models.
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Background
Most combined oral contraceptives (COCs) in use today
contain a synthetic progestogen (predominantly 19nortestosterone derivatives) and a synthetic estrogen,
ethinyl estradiol (EE). In the early 1980s, nomegestrol
acetate (NOMAC), a progestogen derived from 19nor-progesterone, was synthesized (Figure 1) [1-3].
Although used clinically for treatment of climacteric
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symptoms [4], NOMAC was recently combined with
17β-estradiol (E2) to be used in a new COC [5-10].

Methods
In this article, we present both previously published and
unpublished data to deliver a complete preclinical
pharmacological profile of NOMAC. The studies were
approved by the review board for animal experimentation
at Merck Sharp & Dohme (MSD, Oss, The Netherlands)
or at Theramex (Monaco) and were performed in accordance with the principles and procedures described in the
European Union guidelines for the care and use of
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5-7% of total binding. Determination of the specific binding constants indicated that NOMAC had a kd and Bmax
of 5.44 ± 1.27 nmol/L and 1.51 ± 0.11 pmol/mg protein,
respectively. In addition, it was determined that NOMAC
binds avidly, but is slow to dissociate from rat uterine PR
(k−1 = 4.9 ± 0.5 × 10–5 s–1).
Transactivation profile

Figure 1 Structures of progesterone [2] and NOMAC [3].

laboratory animals. Data are reported as ± standard error
of the mean unless otherwise indicated. Comparisons between groups were analyzed using analysis of variance
(ANOVA) models, unless otherwise indicated and statistical significance was defined as P<0.05.

Results
In vitro progestogenic activity

The in vitro progestogenic activity of NOMAC was initially assessed by studying its structure-activity relationship with specific ligands on several cytosolic steroid
receptors [11]. The relative binding affinity (RBA) of
NOMAC for the rat uterine progesterone receptor (PR)
is very similar to the binding affinity of progesterone.
After 2 and 24 hours of incubation with rat uterine PR,
the RBA of NOMAC (relative to progesterone) was 72%
and 92%, respectively.
Duc et al. [12] determined the apparent binding constant at equilibrium (kd), maximum concentration of binding sites (Bmax), the dissociation rate constant k−1, and the
specific RBA (relative to progesterone) of radiolabeled
NOMAC to PR derived from the uteri of estrogen-primed
rats. In their studies, NOMAC had high specificity for rat
uterine PR; saturation occurred at approximately 30 nM.
Nonspecific binding was very low, accounting for only

Receptor-binding experiments, although useful, do not
distinguish between agonistic and antagonistic activity.
van Diepen et al. [13] used established cellular assays
[14-16] to determine the agonistic and antagonistic profiles of NOMAC, levonorgestrel (LNG), drospirenone
(DRSP), dienogest (DNG), and progesterone in Chinese
hamster ovary (CHO)-K1 cells that were stably transfected with cDNAs encoding human receptors, including
progesterone receptor B (hPRB), androgen receptor
(hAR), mineralocorticoid receptor (hMR), glucocorticoid
receptor (hGR), and estrogen receptors (ER) α and β
(hERalpha and hERbeta, respectively). NOMAC and LNG
were the most potent progestogens in activating hPRB
in CHO cells. NOMAC did not display antagonistic
activity against hPRB. NOMAC, DRSP, DNG, LNG, and
progesterone were all capable of antagonizing hAR.
None of the progestogens tested (including NOMAC)
activated or antagonized hERalpha, hERbeta, or hGR or
were hMR agonists. In addition, NOMAC did not have
antimineralocorticoid activity. These experiments support the overall conclusion that NOMAC has a progestational profile that is similar to progesterone.
In vivo progestational activity

Progestogens antagonize estrogen action by induction
of estradiol metabolism and down-regulation of the ER
[17-20]. Progesterone down-regulation of the ER and the
agonistic versus antagonistic effect of progesterone on
uterine weight is dependent on the concentration of
plasma E2 [21]. Moreover, progesterone is far more effective in reducing ER levels in estrogen-primed tissue [22].
The effects of NOMAC treatment on the expression
of cytosolic uterine ER were studied in Sprague–Dawley
ovariectomized (OVX) rats. After recovering from ovariectomy for at least 15 days, each rat received an intraperitoneal injection of vehicle or E2 (5 μg/rat). After 24
hours, each rat received either vehicle (n = 8), E2 only
(n = 6), E2 + progesterone (100, 250, or 950 μg/rat; n = 5
per dose), E2 + NOMAC (100, 250, or 950 μg/rat; n = 5
per dose), or E2 + medroxyprogesterone acetate (MPA;
100, 250, or 950 μg/rat; n = 5 per dose). After an additional 24 hours, the rats were killed and uteri removed.
ER contained in nuclear cell fractions originating from
rat uterine cytosol were determined using a 3[H] E2
exchange assay [21,23].
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The administration of E2 alone increased the quantity
of ER in the uterus by 3-fold (Figure 2). Progesterone,
NOMAC, and MPA caused a dose-dependent inhibition
of E2-stimulated ER. When administered alone (without
E2), NOMAC, MPA, and progesterone did not influence
uterine ER. This study demonstrated that NOMAC
acted in vivo to inhibit ER expression in E2-primed rat
uterus.

Antigonadotropic activity and ovulation inhibition

Paris et al. [1] and van Diepen [13] investigated the ability of NOMAC to inhibit ovulation in the rat. After 3
consecutive, regular 4-day cycles, animals in the metestrus phase received single subcutaneous injections of
NOMAC or progesterone at doses of 0.25, 1, or 4 mg
(n = 5-6 per dosage group) or vehicle (n = 17). In this
study, the rate of ovulation in the vehicle-treated control
animals was 76.5%. At the lowest dose (0.25 mg/rat),
NOMAC inhibited ovulation in 78.2% (5/6) of rats, indicating that the 50% inhibition dose (ID50) for NOMAC
was <1.25 mg/kg. The ID50 for progesterone was
approximately 5 mg/kg. Oral NOMAC produced similar
results and suggested that oral NOMAC is at least 2
times more potent than oral LNG in inhibiting ovulation
in rats. In Cynomolgus monkeys (Macaca fascicularis),
which have a menstrual cycle very similar to the human
menstrual cycle (average Cynomolgus cycle length, 29
days; range, 26-32 days), NOMAC was also able to
inhibit ovulation. NOMAC administered for 1 cycle to 34
Cynomolgus monkeys provided effective, dose-dependent
inhibition of ovulation, which was observed in 4/11, 7/10,
and 11/11 monkeys (0.10, 0.25, and 1.00 mg/kg/day
NOMAC, respectively) [13]. The ID50 of NOMAC was
0.14 mg/kg. Treatment with NOMAC did not influence
body weight or cycle length relative to nontreatment.
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In vitro estrogenic and anti-estrogenic activity

Estrogens stimulate proliferation of human breast tumor
cells [24]. However, the effect of progestogens on human
breast tumor cells is more controversial. Progestogens
that interact with the ER can have a stimulatory effect
growth of T-47D and MCF-7 cells [25], whereas progestogens that do not interact with ER do not stimulate cell
proliferation. To determine the effect of NOMAC on
breast cancer cell growth, in the absence of E2, Catherino et al. [26] investigated the effect of NOMAC and
megestrol acetate (MAC) on growth of MCF-7 and
T-47D cells. The cells were incubated for 6 days in the
presence of NOMAC or MAC at doses up to 10–6 M
and the proliferative activity of cells grown in the presence of progestogen was determined (measured by total
DNA). As would be expected of progestogens that do
not activate ER, NOMAC and MAC at doses up to 1
μM/L did not increase proliferative activity.
Although NOMAC has no growth-stimulating activity
on breast cancer cells in the absence of E2, some evidence suggests that it may also help attenuate the proliferative effects of endogenous E2 by preventing E2
formation from estrone sulfate (E1S) and by enhancing
the conversion of E2 to less potent metabolites. In support of this possibility, NOMAC was able to inhibit
estrone sulfatase and 17β-hydroxysteroid dehydrogenase
activity, 2 enzymes responsible for the conversion of E1S
to E2 [27]. In T-47D cells, NOMAC (5 × 10–6 M and
5 × 10–5 M) blocked the conversion of E1S (2 × 10–6 M)
to E2 by –60% and –71%, respectively. In MCF-7 cells,
NOMAC (5 × 10–6 M and 5 × 10–5 M) blocked the conversion of E1S (5 × 10–9 M) to E2 by –43% and –77%,
respectively.
NOMAC also had a stimulatory effect on the activity
of estrogen sulfotransferase, an enzyme that converts E1
to E1S or E2 to E2S in hormone-dependent MCF-7 and
T-47D human breast cancer cells [28]. At concentrations
of 5 × 10–8 M and 5 × 10–7 M, NOMAC increased the
activity of sulfotransferase in MCF-7 cells by 60.6% and
83%, respectively. In T-47D cells, NOMAC (5 × 10–7 M)
increased estrogen sulfotransferase activity by 69.2%.
Taken together, these studies indicate that NOMAC
alone does not induce breast cancer cell growth in vitro
and may reduce the proliferative effect of E2 in these
cells by preventing conversion of E1S to more potent E2.
In vivo estrogenic and anti-estrogenic activity

Figure 2 Inhibition by progestogens of estrogen-stimulated
uterine estrogen receptor content in OVX rats. ANOVA, analysis
of variance; OVX, ovariectomized; E2, 17β-estradiol; NOMAC,
nomegestrol acetate; MPA, medroxyprogesterone acetate; SD,
standard deviation. * P<0.05; ** P<0.01 compared with E2-only
treated rats (ANOVA).

Although NOMAC does not bind to or transactivate ER,
several experiments were performed to evaluate possible
estrogenic activity in vivo that could be mediated by
actions at the PR. To test this possibility, Sprague–
Dawley OVX rats (90-100 g) were treated with a single
subcutaneous injection of E2 (5 μg/rat) followed by oral
vehicle (n = 47; control; no progestogen), oral NOMAC
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(n = 178; 0.3-9.0 mg/rat), or oral MPA (n = 84; 0.014-9.0
mg/rat). The percentage of rats in each group with positive vaginal smears (indicating epithelial cornification) at
56 and 72 hours after treatment with E2 was determined. Epithelial cornification occurred in 76.6% of control rats (36/47 in estrus) that received E2 only (no
progestogen). NOMAC and MPA produced dosedependent inhibition of epithelial cornification (Figure 3),
a strong indicator of anti-estrogenic activity. The ID50
values for NOMAC and MPA were 450 and 92 μg/rat,
respectively. A small dose of NOMAC (0.6 mg/rat) was
enough to inhibit epithelial cornification in approximately two-thirds of rats. These experiments demonstrated that NOMAC had only anti-estrogenic activity
and prevented E2-induced vaginal cornification in OVX
rats in a dose-dependent manner.
The anti-estrogenic activity of NOMAC was further
investigated in mice using a method devised by Edgren
[29]. Three-week-old mice (8-11g) received subcutaneous injections of estradiol benzoate (0.1 μg/3 days) and
subcutaneous injections of progesterone, MPA, or
NOMAC (0.3, 0.6, and 0.9 mg/mouse/3 days for each
compound). In a separate study, mice received subcutaneous injections of estradiol benzoate (0.1 μg/3 days)
and oral doses of MPA (0.3, 0.6, or 0.9 mg/mouse/3 days)
or NOMAC for 3 consecutive days (0.1, 0.3, 0.6, 0.9, or
1.6 mg/mouse/3 days). At 24 hours after the last dose,
the uteri were removed, weighed, and dissected. In
estradiol-benzoate-treated mice, subcutaneous NOMAC
(0.6 and 0.9 mg) significantly decreased the weight of
the uterus compared with control mice that received
estradiol-benzoate but no progestogen (Table 1). High
doses of subcutaneous progesterone (0.9 mg) did not
decrease uterine weight significantly. Although a moderate subcutaneous dose of MPA (0.6 mg) was able to induce a statistically significant decrease in uterine weight,
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Table 1 Effect of progesterone, MPA, and NOMAC on the
uterine weight in estradiol-benzoate-treated mice
Estradiol Progestogen
benzoate

Dose
(mg/mouse/3 days)

No.
of
mice

Uterine
weight

Subcutaneous administrationa
–

–

–

20

21.61 ± 1.37**

0.1

–

–

10

32.88 ± 2.26

0.1

Progesterone

0.3

5

32.04 ± 1.38

0.6

5

30.46 ± 1.53

0.9

5

29.78 ± 2.99

0.3

5

27.50 ± 1.08

0.1

0.6

5

24.92 ± 2.37*

0.1

0.9

5

29.34 ± 2.42

0.1
0.1
0.1

0.1

MPA

NOMAC

0.1
0.1

0.3

5

27.16 ± 3.22

0.6

5

23.72 ± 1.08**

0.9

5

23.94 ± 1.16**

Oral administrationa
–

–

–

40

12.31 ± 0.49

0.1

–

–

31

40.99 ± 2.11

0.1

MPA

0.3

8

30.08 ± 3.92*

0.6

7

22.39 ± 3.09**

0.9

8

24.70 ± 2.27**

0.1

9

46.74 ± 4.48

0.1

0.3

16

29.22 ± 1.89**

0.1

0.6

28

30.97 ± 2.47**

0.1

0.9

16

25.07 ± 2.28**

0.1

1.8

9

25.09 ± 4.37**

0.1
0.1
0.1

NOMAC

Uterine weights (mg) are expressed as the mean ± standard deviation.
a
Estradiol-benzoate was administered as a subcutaneous injection.
MPA, medroxyprogesterone acetate. * P<0.01; ** P<0.001 compared with the
estradiol-benzoate-treated control group.

the uteri of mice receiving the lowest and highest
dosages of MPA did not undergo statistically significant
weight reductions. Oral MPA (0.3-0.9 mg) did cause
statistically significant reductions to the weight of the
uterus (Table 1). In addition, oral NOMAC (0.3-1.8 mg)
administered over a 3-day period induced a significant
reduction in the weight of the uterus compared with control mice (subcutaneous estradiol-benzoate treatment only;
no progestogen). These experiments demonstrated that
NOMAC administration had a significant anti-estrogenic
effect in estradiol-benzoate-treated mice.
Androgenic and anti-androgenic activity
Figure 3 Effect of NOMAC and MPA on E2-stimulated vaginal
epithelial cornification in OVX rats. OVX, ovariectomized; E2,
17β-estradiol; NOMAC, nomegestrol acetate; MPA,
medroxyprogesterone acetate.

Several studies have demonstrated that NOMAC is
devoid of androgenic activity [1,13,30,31]. In some of the
initial experiments to examine androgenic activity, sexually immature, castrated male rats were treated with a
high dose of NOMAC (10 mg/rat) for 10 days; it did not
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increase the weights of male accessory sex organs [31] or
have other androgenic or anabolic effects [1]. Although
these studies showed that NOMAC did not possess
androgenic activity in rats, it did have significant
anti-androgenic activity, which was estimated to be
between 3 to 5 times greater than that of chlormadinone
acetate (CMA) [1]. In transactivation studies, NOMAC
was also found to be an effective antagonist against hAR
[13], with much greater anti-androgenic activity than
progesterone, DNG, and DRSP, but less activity than
LNG. These results were consistent with previous findings demonstrating that the binding affinity of NOMAC
for rat androgen receptor was approximately 4 times
greater than that of progesterone [30].
A previously unpublished study in mature orchidectomized rats demonstrated the anti-androgenic effects of
NOMAC on male accessory organs in vivo (Figure 4). In
this study, oral NOMAC (5 or 15 mg/day) or MPA (10
or 20 mg/day) or vehicle was co-administered with testosterone propionate (100 μg/day) for 7 days. The
weights of the ventral prostate and seminal vesicles
decreased significantly in animals that received NOMAC
or MPA relative to testosterone propionate-treated controls, results that were consistent with previously published data comparing NOMAC and cyproterone acetate
[31]. In sexually mature, intact male rats that did not
receive exogenous testosterone, oral NOMAC (5 or 15
mg/rat/day), or MPA (10 or 20 mg/rat/day) for 12 days
also resulted in significant weight reductions of the ventral prostate and seminal vesicles, additional evidence of
anti-androgenic activity (data not shown).
Glucocorticoid and antiglucocorticoid activity

Botella et al. [11] assessed the in vitro glucocorticoid
activity of NOMAC and other synthetic steroids relative
to a known glucocorticoid receptor (GR) agonist (dexamethasone) and found that NOMAC had very little
interaction with rat liver or kidney GR. NOMAC
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incubated with rat liver GR for 2 hours had a half maximal inhibitory concentration (IC50) of 167 ± 21 nmol/
L (10.3%) relative to dexamethasone (IC50, 17.2 ± 3.8
nmol/L). Although the IC50 of dexamethasone was
unchanged after 24 hours, the IC50 of NOMAC increased
to 1493 ± 807 nmol/L (1%). These results demonstrate
that NOMAC has less affinity for rat liver GR over time.
These results suggest a low association and faster dissociation to rat GR of NOMAC compared with dexamethasone. However, this effect was not observed when
testing the glucocorticoid effect of NOMAC on hGR.
The effect of NOMAC and comparator progestogens on
the pituitary-adrenal axis was assessed in OVX rats by
measuring plasma corticosterone and the weight of the
adrenal glands. Ten days post-ovariectomy, 30-day-old
Sprague–Dawley OVX rats (n = 8-28 rats/group)
received oral vehicle (no progestogen), progesterone
(10 mg/rat/day), NOMAC (0.3-3.0 mg/rat/day), or
MPA (0.1-3.0 mg/rat/day) for 14 days. A fifth non-OVX
group received oral vehicle. On Day 15, plasma corticosterone was determined in 5 rats/group and, in another
5 rats/group, adrenal glands were removed and examined
for morphological changes. The adrenal glands were
removed and weighed in the remaining rats. Comparisons
among groups were made using ANOVA methods.
Histopathology of the adrenal glands revealed that
ovariectomy (OVX controls) caused adrenal hypertrophy
(with some lipid accumulation in the adrenal cortex).
MPA and progesterone decreased the weight of adrenal
glands in OVX rats by a statistically significant margin
relative to OVX control rats (Table 2), a finding similar
to that of others [32]. In OVX rats receiving oral MPA,
a dose-dependent decrease in adrenal weight was
observed, associated with hypotrophy of the zona fasciculata and zona glomerulosa and moderate lipid accumulation in the adrenal cortex; these are changes
consistent with inhibition of adrenocorticotropic hormone secretion. In contrast to MPA, NOMAC caused a

Figure 4 Antiandrogenic activity of NOMAC and MPA in castrated mature rats. Rats were treated with vehicle (V), V + testosterone
propionate (T; 100 μg/day), T + NOMAC (5 or 15 mg/day), or T + MPA (10 or 20 mg/day) for 7 days and the weights of the ventral prostate and
seminal vesicles determined. ANOVA, analysis of variance; NOMAC, nomegestrol acetate; MPA, medroxyprogesterone acetate. * P<0.001 vs V + T
treated controls (ANOVA).
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Table 2 Effect of progesterone, NOMAC, and MPA on the
pituitary-adrenal axis in OVX rats
Treatment

Dose (mg/rat/
day)

Rats
(n)

Adrenal weight
(mg)

–

16

46.59 ± 1.51*

Control (OVX)

–

28

53.32 ± 1.63

Progesterone
(OVX)

10

10

39.98 ± 2.15*

NOMAC (OVX)

0.3

10

58.38 ± 3.53

1

19

60.28 ± 1.89*

Control (No OVX)

MPA (OVX)

3

9

59.43 ± 2.03*

0.1

8

47.28 ± 2.66*

0.3

10

37.35 ± 1.77*

1

8

27.58 ± 1.15*

3

8

20.86 ± 1.14*

Adrenal weight is shown as the mean ± the standard error of the mean.
ANOVA, analysis of variance; MPA, medroxyprogesterone acetate; NOMAC,
nomegestrol acetate; OVX, ovariectomized.
* P<0.05 vs OVX control (ANOVA).

modest but significant increase in adrenal weight that
was associated with adrenal hypertrophy and decreased
lipid accumulation in the adrenal cortex. No statistically
significant changes in plasma corticosterone were
observed between OVX control rats and rats receiving
the test compounds. In conclusion, these data indicate
that oral NOMAC administration to OVX rats significantly increased adrenal gland weight relative to nontreated OVX rats that was not due to changes in plasma
corticosterone.
To directly test for anti-inflammatory activity, the
effects of NOMAC, hydrocortisone, and MPA on
cotton/wool-stimulated inflammatory responses in rats
were investigated. Sprague–Dawley male rats (weight,
80-100 g; n = 8 per group) were placed on one of the following once-daily oral dosing regimens for 10 days:
vehicle (negative control), NOMAC (2.5-10 mg/kg), or
MPA (2.5-10 mg/kg). On Day 7, a cotton/wool pellet
was implanted subcutaneously in all rats to induce an
inflammatory response. On Days 7-10, 2 groups of
vehicle-treated rats received twice-daily, fixed oral doses
of the glucocorticoid hydrocortisone (10 or 80 mg/kg).
On Day 10, rats in all groups were sacrificed, and the
adrenal glands and thymus were removed and weighed.
Granulomas that had formed around the cotton/wool
pellets were removed, dried for 24 hours in an oven
(80°C), and weighed. In one rat per group, implantation
zones around the pellet, thymus, and adrenals were
removed, placed in Bouin’s fixative for 48 hours, processed, and examined with histopathological methods
for signs of vascular, cellular, and fibrous reactions (indicative of inflammation).
Hydrocortisone (10 and 80 mg/kg) significantly reduced
the weight of the adrenal glands by –26% and –36%,
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respectively (Table 3, P<0.001). The weight of the thymus
was also decreased in rats that received hydrocortisone
(10 and 80 mg/kg) by –41% and –77%, compared with
control rats (P<0.001). Unlike hydrocortisone, NOMAC
did not cause significant weight reductions in adrenal
glands or thymus. No anti-inflammatory activity or adrenal cortex atrophy was observed in animals that received
the lowest dose of NOMAC (2.5 mg/kg). At all dosage
levels, MPA caused a statistically significant (P<0.01) reduction in adrenal gland weight. The highest dose of MPA
(10 mg/kg) decreased the weight of the thymus significantly (P<0.05).
Granulomas indicative of inflammation formed around
the cotton/wool pellet in all groups. Hydrocortisone (10
and 80 mg/kg) inhibited the growth of granuloma tissue
around the cotton/wool implants by 18% and 27%,
respectively. In rats that received NOMAC, dosedependent inhibition of inflammation was not observed.
At the lowest dose (2.5 mg/kg), NOMAC inhibited the
development of granuloma tissue significantly (P<0.01),
but larger doses of NOMAC (≥5.0 mg/kg) had no significant effect on granuloma tissue weight (P≥0.05). The
highest dose of MPA (10 mg/kg) significantly reduced
(P<0.05) granuloma tissue weight. Although a low dose
of NOMAC (2.5 mg/kg) inhibited granuloma formation,
histopathology did not reveal signs indicative of antiinflammatory activity or adrenal atrophy. In summary,
these data suggest that NOMAC does not inhibit the
pituitary-adrenal axis and has minimal (if any) direct
anti-inflammatory or apparent glucocorticoid activity.
Central nervous system

Ovariectomy significantly reduces circulating as well as
brain concentrations of hormonal factors known to effect
mood, such as allopregnanolone and beta-endorphin
[33,34]. In female OVX Wistar rats, oral NOMAC (0.5
and 1 mg/kg/day) significantly increased allopregnanolone
in the hippocampus, but not in other areas of the
brain [34]. NOMAC (1 mg/kg/day) also increased betaendorphin in the hippocampus and NOMAC (0.5 and 1
mg/kg/day) increased beta-endorphin in the hypothalamus.
In the same study, estradiol valerate (0.05 mg/kg/day)
alone increased allopregnanolone and beta-endorphin in
OVX rats. Combining 1 mg/kg/day NOMAC and estradiol valerate increased allopregnanolone concentrations to
values higher than with either drug alone. Coadminstration of NOMAC (1 mg/day) and estradiol valerate
increased beta-endorphin values significantly in hippocampus, frontal, parietal, and hypothalamic areas of the
brain, as well as plasma to values higher than with either
drug alone, and to levels similar to those observed in
unoperated controls. Coadministration of lower doses
of NOMAC (0.05, 0.1, 0.2, 0.5 mg/kg/day) and estradiol
valerate did not augment brain concentrations of beta-
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Table 3 Effect of hydrocortisone, NOMAC, and MPA on inflammatory response
Treatment
Vehicle
Hydrocortisone

NOMAC

MPA

Dose
(mg/kg)

Adrenal weight
(mg)

Thymus weight
(mg)

Granuloma weight
(mg)

–

38.8 ± 1.4

607 ± 34

29.7 ± 1.5

10

28.6 ± 1.1*

355 ± 42*

24.6 ± 1.4*

80

25.0 ± 0.9*

139 ± 15*

22.0 ± 1.4*

2.5

36.2 ± 2.1

614 ± 43

23.3 ± 1.4*

5

35.8 ± 1.7

586 ± 28

27.1 ± 2.5

10

36.7 ± 1.0

576 ± 46

26.4 ± 1.6

2.5

32.4 ± 1.0*

636 ± 25

25.4 ± 1.7

5

30.4 ± 1.5*

624 ± 42

25.8 ± 2.1

10

24.2 ± 1.4*

512 ± 20*

24.6 ± 1.9*

Sample weights (mg) are shown as the mean ± standard error of the mean. ANOVA, analysis of variance; MPA, medroxyprogesterone acetate; NOMAC,
nomegestrol acetate; * P<0.05 compared with the vehicle control group (ANOVA).

endorphin. The effect of NOMAC in this OVX rat model
system to influence allopregnanolone and beta-endorphin
was different from other progestogens, including progesterone, DRSP, MPA, and dydrogesterone [33-35].
Mineralocorticoid and antimineralocorticoid activity

Mineralocorticoids (including aldosterone) deserve special
attention because they have been shown to interact with
progesterone to alter renal function in rats [36]. In the
presence of mineralocorticoid hormones, progesterone
increases the loss of sodium and chloride in urine and
inhibits aldosterone binding to mineralocorticoid receptors (MRs) [36]. Progesterone [36-38] and NOMAC [39]
also inhibit [3H]-aldosterone binding to rat kidney MRs.
In contrast, derivatives of 17alpha-hydroxyprogesterone
(such as MPA and MAC) do not inhibit the binding of
[3H]-aldosterone to rat kidney MRs [11].
In 3 previously unpublished studies, the antimineralocorticoid activity of oral NOMAC was assessed in OVX
rats using a method similar to one described previously
[40]. In all 3 studies, Wistar rats underwent bilateral
ovariectomy to decrease the concentration of endogenous progesterone (antimineralocorticoid). After a 1-week
recovery period, urine was collected overnight for baseline assessment (sampling time: t0) of urinary sodium
[Na+] and potassium [K+]. On Day 8, rats received a placebo (oral vehicle), NOMAC, or reference compound
(spironolactone or DRSP) in the morning and urine was
collected overnight (sampling time: t1). On Days 9 and
10, rats received the same compound they received during the morning of Day 8. Urine was also collected during the night of Day 10 (sampling time: t3).
In the first experiment, oral NOMAC (40 and 80 mg/kg)
and oral nomegestrol (80 mg/kg) were tested alone for antimineralocorticoid activity, and spironolactone (80 mg/kg)
was used as a reference antimineralocorticoid compound.

Rats receiving spironolactone showed a significant
increase in the mean change (Δ)[Na+]/[K+] ratio at t1 and,
to a lesser extent, at t3, when compared with placebo
treatment, confirming that spironolactone possessed antimineralocorticoid activity (Figure 5A). In contrast, the
mean Δ[Na+]/[K+] ratio remained similar to placebo at t1
and t3 after treatment with NOMAC or nomegestrol, suggesting that NOMAC and nomegestrol did not have antimineralocorticoid activity. In the second experiment, the
effect of E2 alone and in combination with NOMAC was
evaluated. As expected, spironolactone (80 mg/kg) again
caused a significant increase in the mean Δ[Na+]/[K+]
ratio at t1 and t3 compared with placebo (Figure 5B). In
animals receiving E2 alone, a dose-dependent decrease in
the mean Δ[Na+]/[K+] ratio was observed at t3 (statistically significant at 5 mg/kg E2). At t3, rats that received
40 mg/kg NOMAC and 0.5 or 5 mg/kg E2 also showed a
modest but significant decrease in the mean Δ[Na+]/[K+]
ratio, suggesting that NOMAC did not alter the effect of
E2. In the third experiment, the effect of the synthetic estrogen, EE, on mineralocorticoid activity was evaluated.
In this study, the spironolactone-derived progestogen
DRSP (40 mg/kg) and spironolactone (80 mg/kg) were
both used as reference compounds and, as expected, both
caused similar increases in the mean Δ[Na+]/[K+] ratio at
t1 and t3 compared with placebo treatment (Figure 5C).
In contrast, EE alone (0.005-0.5 mg/kg) or combined with
NOMAC (40 mg/kg) did not alter Δ[Na+]/[K+] ratio at t1
or t3. Taken together, these 3 studies indicate that
NOMAC, administered alone or co-administered with EE
or E2, does not have antimineralocorticoid activity.
Effects on carbohydrate and lipid metabolism

Although progestogens chiefly interact with PR, adipose
tissue has been shown to act as an indirect metabolic
target of progesterone and E2 [41,42]. Hazard et al. [43]
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compared the effects of equal dosages (5 mg/kg/day)
of progesterone, MAC, norethindrone acetate, and
NOMAC on lipid metabolism and plasma glucose in
adult female rats. MAC, a 17alpha-hydroxyprogesterone
derivative, induced significant increases in glucose, total
cholesterol, high-density lipoprotein (HDL) cholesterol,
triglycerides, and phospholipid plasma levels. After 18
days, a marked increase was observed in the weight of
parametrial adipose tissue (PAT) relative to control animals. Animals receiving norethindrone acetate also had
significant glycemia at Day 18; lipid parameters were
lowered at Day 4, and only triglycerides reverted to normal levels at Day 18. Animals receiving norethindrone
acetate had decreased body weight (–9%) relative to control animals, but PAT weight was similar to control animals. In contrast, NOMAC and progesterone did not
alter lipid or glucose metabolism or HDL cholesterol, and
plasma and tissue lipolysis remained unchanged. Animals
receiving NOMAC and progesterone both experienced a
similar increase in body weight over time as controls, but
only progesterone caused a statistically significant increase
in PAT weight (P≤0.05) relative to controls at Day 18. In
our previously unpublished studies, OVX rats receiving
vehicle or oral NOMAC (10 mg/kg/day) for 21 days had
similar levels of alkaline phosphatase, plasma glucose,
plasma insulin, triglycerides, total cholesterol, and HDL
cholesterol (Table 4).
In summary, NOMAC administration had little effect
on carbohydrate and lipid metabolism in rats. Moreover,
NOMAC and E2 administration to nonhuman primates
did not alter total cholesterol, HDL, or plasma triglycerides [44,45]. These data have been confirmed in clinical
studies [46].
Effects on bone

Figure 5 Mean urinary change in sodium/potassium
(Δ[Na+]/[K+]) ratio in rats after oral administration of (A)
spironolactone (SP), nomegestrol acetate (NOMAC), or
nomegestrol (NOM); (B) SP, 17β-estradiol (E2), or NOMAC/E2;
and (C) SP, drospirenone (DRSP), ethinyl estradiol (EE), or
NOMAC/EE. t1, overnight urine; t3, urine collected during last time.
Doses are in mg/kg. Results are shown as mean ± standard error of
the mean. * P<0.05; ** P<0.01 indicates the results were statistically
significant compared with placebo-treated animals (analysis of
variance).

Ovariectomy, which can induce osteopenia, can decrease
bone mineral density (BMD) in rats [47]. However, little is
known about the effect of 19-nor-progesterone (including
NOMAC) on BMD and other bone health parameters. To
determine the effect of NOMAC on BMD in the rat, sexually mature female rats (21 weeks old; n = 8 per group)
underwent OVX and received (1) once-daily subcutaneous
injections of E2 (1 μg/kg) for 90 days; (2) once-daily oral
NOMAC (1 mg/kg) for 90 days; or (3) once-daily oral
NOMAC (1 mg/kg) plus subcutaneous E2 (1 μg/kg) for 90
days. The BMD of the lumbar rachis decreased by 5% in
OVX rats, with significant changes observed as early as
the first dual-energy X-ray absorptiometry (DEXA) measurement (Table 5). In the intact control group (non-OVX
rats), BMD increased over 90 days (+12%). Although E2
was able to restore BMD to a higher level than that
observed in OVX control rats, BMD was not fully restored
to levels observed in the intact, non-OVX controls. There
were no statistically significant differences between the
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Table 4 Effect of 21 days treatment with 10 mg/day NOMAC on mean metabolic parameters in OVX rats compared
with intact and OVX controls
Alkaline phosphatase
(U/L)

Glucose
(g/L)

Insulin
(ng/mL)

Triglycerides
(mmol/L)

Total cholesterol
(g/L)

HDL cholesterol
(g/L)

Intact control

124

1.06

0.61

0.48

0.58*

0.33

OVX control

150

1.04

0.71

0.49

0.70

0.38

NOMAC

156

1.03

0.72

0.54

0.72

0.40

ANOVA, analysis of variance; HDL, high-density lipoprotein; NOMAC, nomegestrol acetate; OVX, ovariectomized. N = 10 per group; * P<0.05 vs OVX control (ANOVA).
Female rats weighing 180 to 200 g were OVX or kept intact 1 week before treatment was started. Rats (n = 10) were orally treated with vehicle or 10 mg/kg/day of
NOMAC for 3 weeks. Blood samples were collected from fasting animals from the retro-orbital venous sinus under light ether anesthesia 1 hour ±30 minutes after
treatment. Plasma samples were stored at –20ºC until measuring the alkaline phosphatase, glucose, insulin, triglycerides, cholesterol, and HDL cholesterol.

BMDs of OVX rats and rats receiving NOMAC. Importantly, NOMAC did not prevent the restorative effect of E2
on BMD in OVX rats (Table 5).
Effect on endothelial function and the cardiovascular
system

The effects of progestogens on endothelial function are
complex, partially mediated by progestogen binding to the
androgen receptor (AR), ER, GR, or MR [48]. However,
the effect of E2 on endothelial function is unequivocal:
E2 can enhance the production of endothelial nitric oxide
synthase (eNOS), increasing the release of nitric oxide,
which can relax vascular smooth muscle, inhibit
platelet aggregation, and inhibit the progression of
atherosclerosis [49]. In contrast to the effects of E2,
the effect of progestogens on endothelium-dependent
vasodilation and antiplatelet activity are less well
understood. It has been proposed that progestogens
with non-androgenic activity and antimineralocorticoid properties are not deleterious to cardiovascular
health, especially when used in combination with E2 [48].
NOMAC, which displays moderate anti-androgenic

activity, can stimulate nitric oxide synthesis, eNOS activity, and eNOS expression in human endothelial cells
derived from human umbilical veins [50] and does not
impair estrogen-dependent induction of eNOS [50]. In
a comparative study, MPA and progesterone markedly
decreased eNOS mRNA and protein in endothelial
cells, whereas LNG and NOMAC had minimal effects
on eNOS [51].
NOMAC appears to have a neutral effect on cardiovascular function. Intramuscular administration of NOMAC
(0.5 or 2.5 mg/kg) over 4 hours in halothane anesthetized
male beagle dogs (n = 5 per group) did not produce statistically significant differences in blood pressure, heart rate,
femoral blood flow and resistance, carotid flow and
resistance, cardiac flow, total peripheral resistance, or
maximal ventricular performance when compared with
a vehicle-treated control group (data on file with MSD).
In female Cynomolgus monkeys, supramaximal single
oral doses of NOMAC (5, 20, and 80 mg/kg) did not
alter hemodynamics (heart rate and arterial blood pressure) or cardiac electrophysiologic parameters (PQ,
QRS, QT, and heart rate-corrected QT intervals) over a

Table 5 Effect of NOMAC on osteodensitometry (DEXA) measurements of L1 to L5 of the lumbar rachis
Treatment

DEXA measurements (%)
†

Intact control

% treatment of intact control
†

OVX control

% treatment of intact control
†

E2 (1 μg/kg/day)

% treatment of OVX control
†

NOMAC (1 mg/kg/day)

% treatment of OVX control
†

E2 (1 μg/kg/day) + NOMAC (1 mg/kg/day)
% treatment of OVX control

Day 20

Day 41

Day 62

Day 90

104.8 ± 1.4

105.5 ± 2.5

105.9 ± 1.5

108.0 ± 1.4

100

100

100

100

94.4 ± 2.3

95.5 ± 1.7

97.0 ± 2.8

95.1 ± 2.7

−9.9

−9.4

−8.4

−12

98.2 ± 0.7

100.8 ± 1.4

103.6 ± 1.7

102.8 ± 1.8

+4.0

+5.5

+6.8*

+8.1**

92.7 ± 0.8

93.4 ± 0.5

92.2 ± 1.1

93.2 ± 2.3

−1.8

−2.3

−4.9

−2.0

98.7 ± 1.1

97.5 ± 1.9

102.0 ± 1.0

101.5 ± 1.1

+4.6*

+2.1

+5.2*

+6.7*

ANOVA, analysis of variance; DEXA, dual-energy X-ray absorptiometry; E2, 17β-estradiol; NOMAC, nomegestrol acetate; OVX, ovariectomized. † Data are percentages
of DEXA values and are expressed as the mean ± standard error of the mean. * P<0.05; ** P<0.01 compared with OVX control animals (ANOVA).
At 3-week intervals, osteodensitometry measurements of the lumbar vertebrae (L1 to L6) were made using DEXA. After 90 days, the animals were sacrificed, the
femur and L5 vertebra removed, and dynamic osteodensitometric measurements were made.
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6-hour period (data on file with MSD). These doses
were much higher than the ID50 reported for ovulation
inhibition (0.14 mg/kg) in the same species [13]. Taken
together, these studies suggested that NOMAC did not
affect parameters of cardiovascular function in dogs and
nonhuman primates. NOMAC may have an inhibitory
effect on prostaglandin-induced contractions of uterine
smooth muscle [52], but any effect on prostanoid-mediated
effects in the vasculature is not known.

Pharmacokinetics and metabolism

NOMAC pharmacokinetics have been investigated most
extensively in humans [53,54]. In women, oral administration of 2.5 mg NOMAC per day results in rapid absorption
with a time to maximal concentration of approximately 1.5
hours. Elimination half-life is approximately 46 hours and
steady state is reached after 5 days of dosing.
Nomegestrol acetate is metabolized by hepatic cytochrome P450 (CYP) system enzymes, including CYP3A3,
CYP3A4, and CYP2A6 into metabolites with little or no
effect on progesterone receptor activity [55]. As such,
there is a possibility for drug interactions when combined with inducers or inhibitors of the CYP system,
such as rifampicin or ketoconazole. Excretion is via the
urine and feces [55].

Conclusions
NOMAC, a highly selective contraceptive progestogen
derived from 19-nor-progesterone, is a full PR agonist
without significant agonistic or antagonistic ER activity.
NOMAC binds with strong affinity to PR in hormonesensitive cells derived from rat, rabbit, or human. It possesses strong antigonadotropic activity (dose-dependent
inhibition of ovulation in rats and nonhuman primates)
and has indirect, PR-mediated anti-estrogenic effects. In
addition, NOMAC does not exhibit androgenic activity
and has moderate anti-androgenic activity in rats. It is
also devoid of glucocorticoid and antimineralocorticoid
activity and does not appear to adversely affect lipid or
carbohydrate metabolism, BMD, endothelial function, or
hemodynamic parameters in selected animal models.
NOMAC combined with E2 has been developed as a
new monophasic oral contraceptive [5-10].
Abbreviations
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adipose tissue; PR: Progesterone receptor; RBA: Relative binding affinity;
SD: Standard deviation.
Competing interests
The author was an employee of MSD, Oss, The Netherlands, when this work
was performed. He has no other competing interests.
Author’s contributions
HvD participated as an investigator in a number of the described studies
done by Organon, Schering-Plough, and most recently, Merck. He made
substantial contributions to analysis and interpretation of data, drafting the
manuscript, revising critically for intellectual content, and approved the final
manuscript.
Financial disclosure
Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse
Station, NJ, USA, provided financial support for the studies described.
Acknowledgements
The research work described in the paper was performed by scientists at
either Theramex (now Teva) or Organon and/or Schering-Plough, (now
Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse
Station, NJ, USA). Medical writing and editorial assistance was provided by
Alex Loeb, PhD, CMPP, and A. Peter Morello III, PhD, CMPP, of Evidence
Scientific Solutions, Philadelphia, PA. This assistance was funded by Merck &
Co., Inc.
Received: 22 June 2012 Accepted: 30 August 2012
Published: 8 October 2012
References
1. Paris J, Thevenot R, Bonnet P, Granero M: The pharmacological profile of
TX 066 (17 alpha-acetoxy-6-methyl-19-nor-4,6-pregna-diene-3,20-dione),
a new oral progestative. Arzneimittelforschung 1983, 33:710–715.
2. Structure of progesterone. http://en.wikipedia.org/wiki/File:Progesteron.svg.
3. Structure of nomegestrol acetate. http://en.wikipedia.org/wiki/File:
Nomegestrol_acetate.svg.
4. Mueck AO, Sitruk-Ware R: Nomegestrol acetate, a novel progestogen for
oral contraception. Steroids 2011, 76:531–539.
5. Chabbert-Buffet N, Chassard D, Ochsenbein E, Thomas JL, Christin-Maitre S:
Inhibition of ovulation by NOMAC/E2, a novel monophasic oral
contraceptive combining nomegestrol acetate and 17-oestradiol: a
double-blind, randomised, dose-finding pilot study. Eur J Contracept
Reprod Health Care 2011, 16:76–84.
6. Christin-Maitre S, Serfaty D, Chabbert-Buffet N, Ochsenbein E, Chassard D,
Thomas JL: Comparison of a 24-day and a 21-day pill regimen for the
novel combined oral contraceptive, nomegestrol acetate and 17βestradiol (NOMAC/E2): a double-blind, randomized study. Hum Reprod
2011, 26:1338–1347.
7. Gaussem P, Alhenc-Gelas M, Thomas JL, Bachelot-Loza C, Remones V,
Dali Ali F, Aiach M, Scarabin PY: Haemostatic effects of a new combined
oral contraceptive, nomegestrol acetate/17β-estradiol, compared with
those of levonorgestrel/ethinyl estradiol: a double-blind, randomised
study. Thromb Haemost 2011, 105:560–567.
8. Mansour D, Verhoeven C, Sommer W, Weisberg E, Taneepanichskul S,
Melis GB, Sundstrom-Poromaa I, Korver T: Efficacy and tolerability of a
monophasic combined oral contraceptive containing nomegestrol
acetate and 17β-oestradiol in a 24/4 regimen, in comparison to one
containing ethinylestradiol and drospirenone in a 21/7 regimen.
Eur J Contracept Reprod Health Care 2011, 16:430–443.
9. Duijkers IJ, Klipping C, Grob P, Korver T: Effects of a monophasic combined
oral contraceptive containing nomegestrol acetate and 17β-oestradiol
on ovarian function in comparison to a monophasic combined oral
contraceptive containing drospirenone and ethinylestradiol.
Eur J Contracept Reprod Health Care 2010, 15:314–325.

van Diepen Reproductive Biology and Endocrinology 2012, 10:85
http://www.rbej.com/content/10/1/85

10. Westhoff C, Kaunitz AM, Korver T, Sommer W, Bahamondes L, Darney P,
Verhoeven C: Efficacy, safety, and tolerability of a monophasic oral
contraceptive containing nomegestrol acetate and 17beta-estradiol: a
randomized controlled trial. Obstet Gynecol 2012, 119:989–999.
11. Botella J, Porthe-Nibelle J, Paris J, Lahlou B: Interaction of new 19 nor
progesterone derivatives with progestagen, mineralocorticoid and
glucocorticoid cytosolic receptors. J Pharmacol 1986, 17:699–706.
12. Duc I, Botella J, Delansorne R, Paris J: Interaction of [3H]-nomegestrol
acetate with cytosolic progesterone receptors from the rat uterus.
Steroids 1991, 56:325–328.
13. van Diepen HA, Lam TW, Kuil CW: Nomegestrol acetate: steroid receptor
transactivation profile in Chinese hamster ovary cells and ovulation
inhibition in rat and monkey. Contraception 2011, 84:199–204.
14. Dijkema R, Schoonen WG, Teuwen R, van der Struik E, de Ries RJ, van der
Kar BA, Olijve W: Human progesterone receptor A and B isoforms in CHO
cells. I. Stable transfection of receptor and receptor-responsive reporter
genes: transcription modulation by (anti)progestagens. J Steroid Biochem
Mol Biol 1998, 64:147–156.
15. de Gooyer ME, Deckers GH, Schoonen WG, Verheul HA, Kloosterboer HJ:
Receptor profiling and endocrine interactions of tibolone. Steroids 2003,
68:21–30.
16. Schoonen WG, de Ries RJ, Joosten JW, Mathijssen-Mommers GJ,
Kloosterboer HJ: Development of a high-throughput in vitro bioassay to
assess potencies of progestagenic compounds using Chinese hamster
ovary cells stably transfected with the human progesterone receptor
and a luciferase reporter system. Anal Biochem 1998, 261:222–224.
17. Brenner RM, Resko JA, West NB: Cyclic changes in oviductal morphology
and residual cytoplasmic estradiol binding capacity induced by
sequential estradiol–progesterone treatment of spayed Rhesus monkeys.
Endocrinology 1974, 95:1094–1104.
18. Mester I, Martel D, Psychoyos A, Baulieu EE: Hormonal control of oestrogen
receptor in uterus and receptivity for ovoimplantation in the rat.
Nature 1974, 250:776–778.
19. Hsueh AJ, Peck EJ Jr, Clark JH: Progesterone antagonism of the
oestrogen receptor and oestrogen-induced uterine growth.
Nature 1975, 254:337–339.
20. Hsueh AJ, Peck EJ Jr, Clark JH: Control of uterine estrogen receptor levels
by progesterone. Endocrinology 1976, 98:438–444.
21. Medlock KL, Forrester TM, Sheehan DM: Progesterone and estradiol
interaction in the regulation of rat uterine weight and estrogen receptor
concentration. Proc Soc Exp Biol Med 1994, 205:146–153.
22. Murray CM, Stone GM: Delayed response of the mouse uterus to
progesterone and oestradiol. Reprod Fertil Dev 1989, 1:107–115.
23. Medlock KL, Lyttle CR, Kelepouris N, Newman ED, Sheehan DM: Estradiol
down-regulation of the rat uterine estrogen receptor. Proc Soc Exp Biol
Med 1991, 196:293–300.
24. van der Burg B, van Selm-Miltenburg AJ, de Laat SW, van Zoelen EJ: Direct
effects of estrogen on c-fos and c-myc protooncogene expression and
cellular proliferation in human breast cancer cells. Mol Cell Endocrinol
1989, 64:223–228.
25. Kalkhoven E, Kwakkenbos-Isbrucker L, de Laat SW,
van der Saag PT, van der Burg B: Synthetic progestins induce proliferation
of breast tumor cell lines via the progesterone or estrogen receptor.
Mol Cell Endocrinol 1994, 102:45–52.
26. Catherino WH, Jordan VC: Nomegestrol acetate, a clinically useful
19-norprogesterone derivative which lacks estrogenic activity. J Steroid
Biochem Mol Biol 1995, 55:239–246.
27. Chetrite G, Paris J, Botella J, Pasqualini JR: Effect of nomegestrol acetate on
estrone-sulfatase and 17β-hydroxysteroid dehydrogenase activities in
human breast cancer cells. J Steroid Biochem Mol Biol 1996, 58:525–531.
28. Chetrite GS, Paris J, Shields-Botella J, Philippe JC, Pasqualini JR: Effect of
nomegestrol acetate on human estrogen sulfotransferase activity in the
hormone-dependent MCF-7 and T-47D breast cancer cell lines.
Anticancer Res 2003, 23:4651–4655.
29. Edgren RA, Jones RC, Peterson DL: A biological classification of
progestational agents. Fertil Steril 1967, 18:238–256.
30. Botella J, Paris J, Lahlou B: The cellular mechanism of the antiandrogenic
action of nomegestrol acetate, a new 19-nor progestagen, on the rat
prostate. Acta Endocrinol (Copenh) 1987, 115:544–550.
31. Duc I, Botella J, Bonnet P, Fraboul F, Delansorne R, Paris J: Antiandrogenic
properties of nomegestrol acetate. Arzneimittelforschung 1995, 45:70–74.

Page 11 of 12

32. Kullander S: Observations on the effect of progesterone pellets
implanted in immature spayed female rats. Acta Endocrinol (Copenh) 1956,
21:65–76.
33. Genazzani AR, Bernardi F, Pluchino N, Giretti MS, Begliuomini S, Casarosa E,
Luisi M, Kloosterboer HJ: Effect of tibolone administration on central and
peripheral levels of allopregnanolone and beta-endorphin in female rats.
Menopause 2006, 13:57–64.
34. Lenzi E, Pluchino N, Begliuomini S, Ninni F, Freschi L, Centofanti M, Casarosa
E, Luisi S, Valentino V, Luisi M, Genazzani AR: Effects of nomegestrol
acetate administration on central and peripheral beta-endorphin and
allopregnanolone in ovx rats. J Steroid Biochem Mol Biol 2008, 110:67–75.
35. Genazzani AR, Pluchino N, Begliuomini S, Pieri M, Centofanti M, Freschi L,
Casarosa E, Luisi M: Drospirenone increases central and peripheral betaendorphin in ovariectomized female rats. Menopause 2007, 14:63–73.
36. Wambach G, Higgins JR: Antimineralocorticoid action of progesterone
in the rat: correlation of the effect on electrolyte excretion and
interaction with renal mineralocorticoid receptors. Endocrinology 1978,
102:1686–1693.
37. Forte LR: Effect of mineralocorticoid agonists and antagonists on binding
of 3 H-aldosterone to adrenalectomized rat kidney plasma membranes.
Life Sci I 1972, 11:461–473.
38. Mercer J, Funder JW: The affinity of hydroxylated progesterone
derivatives for classical steroid receptors. J Steroid Biochem 1978, 9:33–37.
39. Wynne KN, Mercer J, Stockigt JR, Funder JW: 19-nor analogs of adrenal
steroids: mineralocorticoid and glucocorticoid receptor activity.
Endocrinology 1980, 107:1278–1280.
40. Muhn P, Krattenmacher R, Beier S, Elger W, Schillinger E: Drospirenone: a
novel progestogen with antimineralocorticoid and antiandrogenic
activity. Pharmacological characterization in animal models.
Contraception 1995, 51:99–110.
41. Wade GN, Gray JM: Gonadal effects on food intake and adiposity: a
metabolic hypothesis. Physiol Behav 1979, 22:583–593.
42. Wade GN, Gray JM, Bartness TJ: Gonadal influences on adiposity. Int J Obes
1985, 9(Suppl 1):83–92.
43. Hazard MC, Clavet M, Chapignac A, Paris J: Effects of progestogens on
lipemia and lipolysis in rat: effects of progesterone, megestrol acetate,
norethindrone acetate, and nomegestrol acetate. Fundam Clin Pharmacol
1987, 1:233–242.
44. Wagner JD, Thomas MJ, Williams JK, Zhang L, Greaves KA, Cefalu WT:
Insulin sensitivity and cardiovascular risk factors in ovariectomized
monkeys with estradiol alone or combined with nomegestrol acetate.
J Clin Endocrinol Metab 1998, 83:896–901.
45. Paris JM, Williams KJ, Hermsmeyer KR, Delansorne R: Nomegestrol acetate
and vascular reactivity: nonhuman primate experiments. Steroids 2000,
65:621–627.
46. Ågren UM, Anttila M, Mäenpää-Liukko K, Rantala ML, Rautiainen H, Sommer W,
Mommers E: Effects of a monophasic combined oral contraceptive containing
nomegestrol acetate and 17β-oestradiol in comparison to levonorgestrel and
ethinylestradiol on haemostasis, lipids and carbohydrate metabolism. Eur J
Contracept Reprod Health Care 2011, 16:444–457.
47. Lelovas PP, Xanthos TT, Thoma SE, Lyritis GP, Dontas IA: The laboratory
rat as an animal model for osteoporosis research. Comp Med 2008,
58:424–430.
48. Nath A, Sitruk-Ware R: Different cardiovascular effects of progestins
according to structure and activity. Climacteric 2009, 12(Suppl 1):96–101.
49. Miller VM, Duckles SP: Vascular actions of estrogens: functional
implications. Pharmacol Rev 2008, 60:210–241.
50. Simoncini T, Caruso A, Garibaldi S, Fu XD, Giretti MS, Baldacci C, Scorticati C,
Fornari L, Mannella P, Genazzani AR: Activation of nitric oxide synthesis in
human endothelial cells using nomegestrol acetate. Obstet Gynecol 2006,
108:969–978.
51. Zerr-Fouineau M, Jourdain M, Boesch C, Hecker M, Bronner C, Schini-Kerth
VB: Certain progestins prevent the enhancing effect of 17β-estradiol on
NO-mediated inhibition of platelet aggregation by endothelial cells.
Arterioscler Thromb Vasc Biol 2009, 29:586–593.
52. Carbonne B, Cabrol D, Clerget MS, Germain G: Effects of nomegestrol
acetate on spontaneous and sulprostone-induced uterine contractions
in pregnant cynomolgus monkeys monitored by telemetry. Am J Obstet
Gynecol 1998, 178:150–155.
53. Ruan X, Seeger H, Mueck AO: The pharmacology of nomegestrol acetate.
Maturitas 2012, 71:345–353.

van Diepen Reproductive Biology and Endocrinology 2012, 10:85
http://www.rbej.com/content/10/1/85

Page 12 of 12

54. Gerrits M, Schnabel P, Post T, Peeters P: Pharmacokinetic profile of
nomegestrol acetate and 17β-estradiol after multiple and single dosing
in healthy women. Contraception 2012, Epub ahead of print. Published
online August 14, 2012.
55. Lello S: Nomegestrol acetate: pharmacology, safety profile and
therapeutic efficacy. Drugs 2010, 70:541–559.
doi:10.1186/1477-7827-10-85
Cite this article as: van Diepen: Preclinical pharmacological profile of
nomegestrol acetate, a synthetic 19-nor-progesterone derivative.
Reproductive Biology and Endocrinology 2012 10:85.

Submit your next manuscript to BioMed Central
and take full advantage of:
• Convenient online submission
• Thorough peer review
• No space constraints or color ﬁgure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at
www.biomedcentral.com/submit

